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Treatment of Diabetic Patients
Observations on the Use of Carbutamide and Tolbutamide

STANFORD SPLITTER, M.D., FREDERICK R. BROWN, JR., M.D.,
ROGER W. FRISKEY, M.D., LOIS GRINDLE. R.N., and
LAURANCE W. KINSELL. M.D., Oakland

RECENT REPORTS have indicated that certain butyl
sulfonylurea compounds, specifically carbutamide
(BZ-55) and tolbutamide (Orinase®), differing
chemically from each other only in the substitution
of a methyl group on the benzene ring in the latter
compound as compared to an amino group in the
former, produce favorable modification in the dia-
betic state in a high percentage of middleaged pa-
tients with diabetes.'1- The present report repre-
sents observations in 32 such patients who have been
observed in the outpatient department of the High-
land Alameda County Hospital.
Many of these patients were in the "noncoopera-

tive" category; that is, they did not adhere to any
dietary program. All of them had significant hyper-
glycemia. Many were receiving appreciable amounts
of insulin.

Prior to administration of sulfonamide, insulin
was discontinued gradually or abruptly. Ketonuria
developed with discontinuance of insulin in only
one of the patients studied. In the majority, hyper-
glycemia varied in surprisingly slight degree from
that noted during the period of insulin adminis-
tration.

* Of a group of 32 patients with diabetes, 26
had a favorable modification of the disease in
response to administration of butyl-sulfonyl-
urea. All but one of the patients who had good
response were past the age of 38. All diabetic
patients included in this group were those with
little or no tendency to ketosis after cessation of
insulin administration. No toxic manifestations
were noted except for a slight decrease in leu-
kocytes in one case.

After a period of two weeks or less following
discontinuance of insulin, sulfonamide administra-
tion was begun in a dosage ranging from 0.5 to 4.0
gm. daily. Subsequent dosage was increased or de-
creased as indicated by the blood sugar response.
The usual maintenance dose was 1 gm. daily.

In addition to measurement of sugar in the blood
and in the urine, the patients were also studied with
regard to 24-hour iodine131 uptake, and leukocyte
and differential blood counts.
The results of the study (extending over the

period March to July, 1956) are shown in Table 1
and Chart 1. Of this group of 32 patients, 26 or 81
per cent showed a significant response to sulfona-
mide therapy. Of the 26, 13 showed significant, but
slight, response i.e., a drop in the fasting blood
sugar of less than 50 mg. per 100 cc.; nine mani-
fested a moderate response, with a decrease in fast-
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Chart 1

ing blood sugar of from 50 to 100 mg. per 100 cc.;
and four had a decrease in fasting blood sugar of
more than 100 mg. per 100 cc.

There appeared to be no direct correlation be-
tween presence or absence of obesity and degree of
response. All the responsive patients, with the ex-
ception of a 19-year-old obese girl (with diabetes
of recent origin) were over the age of 38, the eldest
being 77. Only four of the six male diabetic patients
had a significant response. No obvious correlation
existed between the duration of the diabetes or the
amount or duration of insulin treatment.
The effective blood levels of sulfonamide ranged

from 4 to 14 mg. per 100 cc.
Significant decrease in iodine131 uptake has not

been observed in patients in this group, thus far.

Inhibition of iodine uptake, however, has been ob-
served under other circumstances.5 Some apparent
decrease in leukocytes was noted in one patient after
six weeks of.medication with carbutamide. No sub-
jective toxicity appeared. The patient had had mod-
erate leukopenia before sulfonamide therapy was
instituted.

Several patients appeared to have increased well
being, diminished hunger, and, in some instances,
weight loss, while not taking insulin and/or on sul-
fonamide. This statement must be interpreted cau-
tiously, inasmuch as these patients were receiving a
large amount of medical attention, which may have
had some psychotherapeutic value.

2701 Fourteenth Avenue, Oakland 6.
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